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[0 0 0 2] 

^tl^±J^^<Dmiiifk&mBV$>^ (Melnyke,, Arthritis R 
heum. 33:493-500, 1990)„ MttBBIP U ^'T^m^<DmfS^X* 

it. mmmm<Dmm:^j^mm. mmmmcDm^^j^mmiz^^^mmi^cDm^ (pa 
n n u s , mmmm<Dm'^mm^'wmm^<Dmm. mmmm^<Dik^m^ 

[0 0 0 3] 

1 (iL-1). -r>:?-n>r^>-8 (iL-8). mmmjBm^oc (tnf 

a) , h^>>^:7:r-^>^*^:gS^)S (TGF/S) , i||il^M^;SH^ (F 

GF) iB^xfst^hmm^m^m^ (pdgf) ^(d-*)-^ hij>(y^r=.i.t^Mm^ 

A^^£ti$tlfei:(Z)#^*^^y (Nourie>, Clin. Exp. Immuno 
1. 55:295-302, 1984, Thornton^, Clin. Exp 
. Immunol. 86:79-86, 1991, Saxne?>, Arthri 
tis Rheum. 31:1041 — 1045, 1988, Seitz^, J 
. Clin. Invest. 87:463-469, 1991, Lafyati 
s e?, J. Immunol. 1 4 3:1 1 4 2- 1 1 4 8, 1 9 8 9, Meln 
yk^). Arthritis Rheum. 33:493-500, 1990) 

[0 0 04] 

mz. iL-1, TNF a^^xj^PDGFib'^mi^tjtm^^mmm^X':^^^^^ 

^>tlTV^S (Thornton?), Clin. Exp. I mmu n o 1 . 8 6: 
79-86, 1991, Lafyatis?>, J, Immunol. 143:1 
142-1148, 1989, Gitter?), Immunology 66: 
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196-20 0, 198 9) o * fe, 1 h- i^TN F(Dmmiz J;: *jmmmmti^ 

yfy^-u^^y- 6 (IL-6) SrjU^-r-Szi t*^atl^$tlT^^S (Ito^ 
. Arthritis Rheum. 35:1197-1201, 1992)o 
[0 0 0 5] 

I L- 6^iBMJ8g$r^^H^2fesv^^i>r>^5^-:7al^>/s 2 inq^lQ^snfeif-f 
T#§MStl/ (Hirano, T. e>. Nufure 324, 73-76, 19 

8 6) , -eo^. m^<Dmm<Dmmicmm^m'^t^mm^'^4 hij^yx^:^^ 

il*^^?>*'»lC:^ofc (Akira, s. ^, Adv. in Immunolog 
y 54, 1-7 8, 1993)o I L - 6 li, ^^gJiTZlS® ^ jSS::^ 
L/T^(Z)^i^^e^?Sft$:^»-rSo I L- 6*^^-^-r-54}'^a;^8 OKD 

(DVitSy F*g-a■ffi^>>'^°^'S. IL-6 (I L - 6 R) 

[0 0 0 6] 

OlHJ!S^M^*>e>^SnI^'ai L-6R (sIL-6R) ilbT%#^E-rSc =fe 
O-'Diti^VitSy \^1^^^(Diy^'-^;VBimz%t>^^^M^l 3 OKD(Dg p 1 3 
0T'^-5o I L- 6 I L- 6 Rtil L- 6/1 L- 6 R^-a-^!|c$:?^^L, rj>CV\ 
X^z)-^(Dm^y^^^Ms P 1 3 0 i:^-^-rs:iiitCck I L- 6®^i^^ 
mm^ti^mmiZ^m^n^ (T a g a e>. J. E x p. Me d. l 9 6 : 9 6 7 
, 1 9 8 7) „ 
[0 0 0 7] 

-6 (IL-6) ilBj^ttl L-6lx-fe^^- (sIL-6R) fj^^^-t^ZLt 
tl (Houssiau^, Arthritis Rheum. 31; 7 
84 — 7 8 8, 1 9 8 8, H i r a n o Eur. J. Immunol. 18 
: 1797-1801, 1988, Yoshiokae>> Japn. J. Rhe 
umatol. in p r e s s ) , KgiS U 

#e>tlTV^S (Takai^, Arthritis Rheum. 32:594 
— 600, 1989, Leisten?>, Clin. Immunol. Immu 
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nopathol. 56:108-115, 1990)Zl^:*^e>IL-6 
[0 0 0 8] 

$e)tC, #g|^4 - 8 9 4 3 SlCtt, I L- 6m^S:^<0Eii-r<5^>^^ K*^ 

M-t^mmEf^tr^i&<> I L-6A^?tl^®it5ii^c^bT«I^6«^^c|t<i:bT^^s 

mm^^. 22:880-887, 1990), 3CD<fce>tC, I L - 6 t^j^ 
[0 0 0 9] 

^aS, Wendling^li, ^ I L - 6 m^^r'giSSSiS U v'^S#lCig# 

l/"<;i/*^_t#-r-£>3^:$:#^LTVNS (J. Rheumatol. 20:259 
-262,1993)„ 

[0 0 10] 



mmn^ 07-3048147 



6—244035 

[0 0 1 1 ] 

mmmm<ommi^m^i^iiAjif^^tjt^^(DizMh. i l- e n-^m^i l- e r 

Jif^M*^! L- 6ja^fe-5V%li I L- 6 R^i^#:i:V^ofc I L - 6 ^SSrlfiWt- 

mi^mnmmizm-t^o 

[0 0 12] 

:=^nmx'mm^ti^ i l- 6r>^^—:^ hit. i l- 6iz^^-y^-f-jv^m 

1 L- 6r:y^^-:7.h Hl^Xlt. IL-em^, lL-6Rta#:, gpl 
SOmi^. I L - 6 3Jc^<!|s, I L- 6 R(Z)T>5^-fe>Xfe-5VNli I L- 6 ^feli 

I L - 6 R(D^^^-:f9- \^^i)^m\f^ti^. 

[0 0 13] 

L - 6 Ri5i#:, ^SVN«g p 1 3 OtfLmt^<DmMi3^ZJ^mm. (^^ ^n--^;i/ 

*Lv^„ z:tie>i)T:f*^iii L- 6, I L- 6 R^s^^«g p 1 3 0 ii^-^-r^zii: 

iCi: I L - 6 ill L - 6 R^;/^liI L-6Ri:gpl3 0 bT 
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So 

[0 0 14] 
[0 0 15] 

:i<D ^ O ^JttfCi^it. I L- em^^i: bTli. MH 1 6 6 (Matsudae>, 
Eur. J. Immunol. 18:951-956, 1 9 8 8 ) S K 2 Si^l: 

(S a t o Pj. m2 1 mB^^m^^f^^^> ^mmm. 21:116. 1991 
) ^ti^mvf^tl^o I L- eRtfLi^tLXit. PM- IJiL^*: (H i r a t a e,, 
J. Immunol. 143:2900-2906, 1989), AUK12- 
2 OMf*:, AUK 6 4 - 7 tfCi^&^ AUK 1 4 6-1 5 m-^^ (BH^^fFffiM 
^B§S#W0 9 2- 1 9 7 5 9) ^ i:*;^)^#^f e> tl-5o g P 1 3 0 L T li, 

AM6 4i5i^ (#^¥3 - 2 1 9 8 9 4) *-#Jf e>tl-5o 

[0 0 16] 

T'#-2><, -r^t)-^, IL-6, I L- 6 RfeSV^^d;g p 1 3 0 Sr^f^MMi: LT 

o 

[0 0 17] 

m^it. mm^f^tfimt LXlt. t h I L - 6<Dm^. Hlrano^, Nat 
ure, 324:73, 1 9 8 6 IC^^$ tlfe h I L - 6 Oil'fed^@e^J$:fflV% 
-g>3hlCj:oT#e>n-g>c t: h I L- 6 05t^^iB?!J$:<2)i^(7)|§^^^^-miC 
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[0 0 18] 

I L-6R<Dm^. g)C^+(#ffm0<i^^##E P 3 2 5 4 7 4-^tC^^Stl 

yilffiibTV^SpT^ttCDt)® ( s I L- 6 R) i:©ZlSI^*^feS„ SIL-6R 

L- 6 Ri:M^oTV^So 
[0 0 19] 

tl h g p 1 3 0 (Z)^-^, m^mM<a^##E P 4 1 1 9 4 6 lC|ga^$tlT 

- V^S^^^=•@B^J?:ffl^^T_hf5I L- 6 i:|H|^®:&S{CtJ&;^«, gpl3 0^>7N° 

mm^izmm-t^mmmii(Dm'^^^mmLxmm'r^(Dt)^is^^h<. -^miz 

[0 0 2 0] 

<fc *jnt>n^. Ki^mizit. mi^mm^ pbs (Phosphate-Buff 
ered Saline) ^mikm.yi^^xm^ Aiz^m. mmLt=.^<D^mm 

mizm^fjtmi^^mm-r^z.t.ii^x^^o 

[0 0 2 1] 
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, -fviz. ^^<Dm^(DmBm. m^it. PS (psxesAgs. ess) ( 

J. Immnol. 1 2 3:1 5 4 8, 1 9 7 8), p3-Ul (Curren 
t Topics in Micro — biology and Immuno 
logy 8 1:1 - 7, 1 9 7 8), NS-1 (Eur. J. Immunol 
. 6:511-519, 1976),MPC-11 (Cell, 8:405-4 
1 5, 1 9 7 6), S P 2/0 (N a t u r e, 2 7 6:2 6 9-2 7 0, 1 9 
78), FO(J. I mmu nol.Meth. 35:1-21, 1980), 
S194 (J. Exp. Med. 148:313-323, 1978). R21 
0 (Nature, 277:131-133, 1979) ^AWMlCdgM $ tlS 

it. ^ Jl/T.'r^ y ^(D:^^ (MilsteinP>, Methods Enzym 
ol. 7 3:3 -4 6, 1 9 8 1) mzm^Xnt> tfJ^-V^ 
[0 0 2 2] 

J: ^) M^i^mzit. mmmmm^itm^it. mmm^i&mM(D^^rizmn<om 
mmmm^xmm^ti^. m^is^mMtvxitm^it. ^v:r.^uy^vzi-jv 
(PEG) , -fe>^v^>f;i/x (Hvj) mij^mm^n. Mizmmiz^*)m^^ 

o 

^&mmii^:r.u--7mmt.(D^mm'^it. m^it. ^xn-v^satc^uT 
^3gM$:i-i o^i:ts®*w^Lv%. mmmmm^izm^^^^mmtLx 
it. m:^it. mm^ :^u-'^mmm(Dmmizt^mtjtKPMi i 64 ommm. m 
EMi^mm. ^(Dm. ^oymomm^mizm^^^n^mnoymmmii'mm-^mx 
feu, ^^iz. i^m%itm (PCS) m(Dikmmm^mm't^:iii^x^^, 

[0 0 2 3] 

u^L. ^fe, 3 ix:mmizMiuLr^PEG?^m.. m:^it. ^i^^^&i o o o 

- 6 0 0 O^gCDPEGSrSS, 3 0 - 6 0 % (w/v) (DmmXW^ta 
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[0 0 24] 

V-~y^iS^XJ^m-^u-yiti)mt>ti^o 

[0 0 2 5] 
[0 0 2 6] 

^e>tc, mU(D-:f5m\z^^)n^t\,:b'^j^n—r)\y^m%. ^)\^mT^ 

izmmt^:itf}^x^^o 

z.(D^oizLx. ^u—f-)immt. ik^^mmmm (ria 

) . mm^^mmm (e i a, e l i s a) , w^ytm^m ( i mmu n o f i u 

orescence Analysis) m<Dm^(D^^m^^mzX »J^MS: 
[0 0 2 7] 
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[0 0 2 8] 

$e>lC, #lffife (reshaped) bfefc hm#$:*5g^{C^ V>S 3 i:;&^T' 

tti^x-^^ m^it. mmnmmm^^m^^'No 92-19759 □ 

[0 0 2 9] 

?^^-r-5>i:e)tCjn;^*:(^nr^M^©>' (FR) m^^CDT^ jm^M^ 
L/T*j<kVN (Sato e>. Cancer Res. 53:851-856, 19 
9 3)„ ^^IciitaMtc^^L, I L- ecDm^^mmt^t^^^jm^O)^}^. 

FabfeSVAliFv, H^i: Lil® F v ;2fi:i^^:;&S<fc e)ji^j5iU 
>:?!j-T'^M$-M:feS>>^;i/^3i>f >F V (scFv) $: n- K-t-Sit'fe-T'^r^gl 

(M^lS. Bird^, TIBTECH, 9:132-137, 1991 ;Hu 
ston^), Proc. Natl. Acad. Sci. USA, 85: 5879 
-5883, 1988 o 

[0 0 3 0] 

:*:^^T'dgM$tl^ I L- eeS:^^^ LTliB r a k e n h o f f J. B 
iol. Chem. 2 6 9:8 6 - 9 3, 1 9 9 4 V^^i S a v i n o e>, E 
MBO J. 13:1357-136 7, 1 9 9 4 lC^^$ti;t %CZ)*^#lf e>tl 

So 

- 6(7)^x'^*:^;^^^#S7b'J;&v^=fe;(^:^)*^ffl$tl"2>o $ ?>{C-e(3D*3feh^S I L- 
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[0 0 3 1] 

M^i^mizlt. I L- 6<DT^ y^BB^J^r^^^^t^^-^^T^U >^*:/n^*^A, t=. 
t.pHt. WHAT IF(Vriende>, J. Mol. Graphics, 8: 
5 2- 5 6, 1 9 9 0) $:Mv^T^<D^^^#it$:^^ib, $^IC^MT^7^^ 

[0 0 3 2] 

2|s:^^"e^M$t^■5 I L - 6^^^^^ F^-g>v%liI L - 6 Rg|$:$^^y^ Kl± 

, I L-6 R^SV^^iI L- 6C^-^b, I L - 6 ©r^^ft-fe^f^M^^^^ Vx*; 

KlC-3V>Ttt, ^H^S^^^U S5210075 I L - 6 

RT U ^ Uyt'f' K^CoV^T^i#l^^5 - 3 0 0 3 3 8 

. I L- 6(Z)i/^*-:h;i/'e^^ig^b, I L- 6 ICi; tJ^^^nfc?tm^flS®M^ 

^mm^'^^PM^tL-g)^*;, z.nti^m^t^^^mwv ^-^"^(Dm-mizm^x^}^ 

o 

[0 0 3 3] 
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[0 0 3 4] 

:^mm(Dmmv ^'^^mmMitnmizLt:iff^^xmMit-t^z.iii!fx^^. fe 

^mik^yi^. mmm.^£ifizmmi.. ^tllC lg^#R&jhM. fcil^t^. Xween 
8 0. t: hjfil^f T;1/:/^ > (HSA) tjtif^M^r^^CDX;^*). 

[0 0 3 5] 

immm] 

^ ti e> PS ^ $ n -5 =b (Z) T' « ^ V N „ 
1 . n hgT^-ai L - 6 u-t-^r^-omm: 

Yamasaki ^O):^^ (Science, 241:825-828, 19 
88) ^C^^ev^#e)4^^t: h I L- 6 bir-/^- (IL-6R) $:3-F-t-5cD 
N A^-g-t/:/^>?.^ Kp B S F 2 R. 2 3 6 $:MVNT, P C R (jK U ^ I/- 
ai-yVT^iy3» ate J: U «T^tt I L - 6 R$:f^^Lfc (Yasukawa 
e?, J, B i o c h e m. 1 0 8:6 7 3 - 6 7 6, 1 9 9 0)„ 
[0 0 3 6] 

±fBy^>?.^ Kp B S F 2 R. 2 3 6 SrM^S^S p h I T-m-ffcUT, IL- 
6 R c DN Am}^^'^. ZLtl^mp 18 (Amersha mSg) iCffALt, I 
L - 6 R c DN Atcx h ^)/y=r K> Sr^At" i: tCr^if > L/fc-a-^^f U if:/ 
^-f V- ATATTCTCT AGAGAGATTCT$:MV>T, ^ > tf h □ ^ :a. 
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V3L:^l^iyy^t/:^'r2^ (Ame r s h a m^) IZjzV. PC R^-e I L - 6 R 
c DNAlc^M?:#Abfco ^(Dm^z^^Jiz. K>*^r^ ^^3 4 5® 

^mizmX-^n. ^S^^l L-6R (sIL-6R) Sm- Kt-<5 c DN A*^# 

[0 0 3 7] 

s I L - 6 R cDN A^CHOmMX'^m-t^t^lblZ^ dihydrofol 
ate reductase ( d h f r ) I3 - K^T <5 c D N Ajb^^JfS^^ P v 
u im^^mzWA-^tlt^^^T.^ \^pECE dh f r (ClauserPj, C 
ell, 45:721-735, 1986) tCHindlll - Sail l^m^V 
feJiias I L - 6 R c DN A$:ff Ab. CHOmS&^^Zf^ ^ Kp EC E d h 
f r 3 4 4 S:#:^o 
[0 0 3 8] 

1 0 M g<D':f'^>^^ FpECEdhfr344?:dhfr" CHOi^flg^DX 
B-11 (Urland^, Proc. Natl. Acad. Sci. USA 
7 7, 4 2 1 6-4 2 2 0, 1 9 8 0) ^ij JV-y^ yf 3l4 htJC^^'^ (C 
henb, Mol. Cell. Biol. 7:2745-2751, 1987) 

[0 0 3 9] 

h^>X7ai^h ht^CHOmm^ lmM^*;i/^ ^ 1 0%3g^F e t a 1 
Calf Serum(FCS). 1 0 0 U ym\(D^ — ty V yiSJzXJ^ 1 0 0 fi s 

CHOmMi^ U-y^mt^o ^(DCHOmS^^U-y^Z 0nM~2 0 On^omB. 
(^^hhl/^-fe-h (MTX) Tittib, H h s 1 L - 6 RM^CHOmS^W^ 
E 2 7 
[0 0 4 0] 

CHO|ffliJSi^5 E 2 7 5%FC s $:-^t^>r :^=i-:/B&:^^';i/^=i^#?gt ( I 

MDM, Gibcoig) x-mmi^. 't(D^m±m^mui^. mm±m^<DsiL 

— 6 RO^^g?: E L I S A ( E n z y m e - L i n k e d Immunosor 
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bent A s s a y) ^lCTm^{CLfe:<)HNM^Lfeo 
[0 04 1] 

M a t s u d a f>®:3^^fe (E u r . J. Immunol. 18:951—95 
6, 1 9 8 8) (CJ: H h I L- 6mf*J$:iii?bfeo 

1 0 A g®^glMl L- 6 (Hiranoe>, Immunol. Lett. , 
17:41, 1988) ^yu>f> h%±7i^^/'^y hi:i:t)lCBALB/cV 

[0 0 4 2] 

mm(0^)yfmti^^^mmm^mQ!,\^. :^V=si^lyy^'Vn-')Vl 5 0 0$:ffi 

v^T^a:^-v^fflls=^p 3 u 1 tm^^itt^o /\>r \^-'7^HATmmm^ 

MV'^-SO i e>(Z):?5^^ (S e 1 e c t i V e Methods in Cellu 
lar Immunology, W. H. Freeman and Co., S 
an Francisco, 351, 1980) iCtj^oT^^L, hi h I L - 6 

U K-v«TfHCOJ;e»lcLT I L- i2>r JSZlJ&o^o 

[0 0 4 3] 

t-^*)*., ^$>C^>KUl^— ;i/S^<D9 6'^ai;i/V-f ^D:/!^- h (Dynate 
ch Laboratories, Inc. Alexandria, VA) 
5:0. IMcDcarbonate — hydrogen carbonate 
m (PH9. 6) 1 0 0 A 1 (Dir^^Vi?;^ I gjni^*: ( 1 0 1 /ml, Coo 
per Biomedical, Inci^ Malvern, PA)lCj:y41C 

T'— Bfen- h ufcc ri>:v>T% yu-N$:iooiii©i % "^7 s/ifii?ff t;i/:/^ v ( 

BSA) ^^tiPB siz^^)mux2mm^mhr^. zti^PB sx-mi^vrc^ 
. 1 0 0 /tt 1 ®A>r^u K-v^#±^$:#'t7ai>n//\in^, 4*ic{cT-Rfe>f 

[0 0 4 4] 

h fe^t^Ur, 2 0 0 0cpm/0. 5ng/^7 x;i/i:«:-5 J; ^ ICI 2 5 I 

1 4 p,fF4l^5p 07-3 048147 
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V:?t7'^7>^— (Beckman Gamma 9000, Beckman In 
struments, F u 1 1 e r t o n, C A) "eM^bfe. 2 1 6M®/\-f 

. B S F2i)m^tir^. m^^^^V K-V;&^S^-tS I L- 6m^t:MH 1 6 6 
[0 0 4 5] 

OVA-Tr, I L- 6^fe#SV>X/N^:f U K-VMlS^MH 6 0. BSF2 (M 
a t s u d a Eur. J. Immunol. 1 8 : 9 5 1 — 9 5 6, 1 9 8 
8) $:^V^TMH 1 6 6mmz J: ^ y^V K- VOifJiJCBSf S cf'^tS'ffiSrM 
^ito MH 6 0. B S F 2mM^ 1X1 0^ X 2 0 0 fi 1 X ^ 3i}V t.^^ ^ Z> iZ 

:itiizMHi 6 emi^^^ti-^y^J^y^M:^. 4 8^r^^«L, 15. 

1 C i /mmolCD ^ i/> (New England Nuclear, Bo 

St on, MA) ^m^r^^. Mizemmmm^mi-fr^o 

[0 0 4 6] 

IfflJB^^^*^;^ >'^';^^-^-/^°-±^cfe^, (L a b o M 

ash Science Co. , Tokyo, Japan) ViSliMLt^o =l> 

hu-;v h 1.x ^"i^-^tfi 11^- etfU^^m^^fc. -eo^^, MH16 6m#:liI 

L- 6 1CJ; Uil^^tl-SMH 6 0. BSF2*IHflS(^ ^H^ ^ t/'^CD^i^.*?:^* 

^^mizmmLt=.o roriict*;, mhi 6 6m#^«i L-6(Z)?S'K$:iti?D-r^ 

[0 0 4 7] 

3 . M L - 6 l/iry^-m^(^gigg 
H i r a t a ^CD:&^ (J. Immunol., 143:2900-2906 
, 1 9 8 9) ICJ: yf^fi&b;ttn:i L-6Rmf*^MTl 8$:CNB r JC J: U fg-l^f I: 
$i±;t-fe :7 T n — :x 4 B (Pharmacia Fine Chemicals 

Piscataway. NJ) h^^<D^JL:&lC b }t Tb^o Tjg-^S 
MV^T I L- 6 R (Y a ma s a k i Science 2 4 1:8 2 5-8 
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2 8, 1 9 8 8) $:imi?bfco 
[0 0 4 8] 

t: h ^xn-"eiJJiSi^U 2 6 6 S: 1 %i^^h — > (Wako Chemica 
Ism). 1 OmMh UXiJ? >^-;i/T^ > (pH7. 8)fej:tJfO. 1 5M NaC 

niJ^nUK(Wako Chemicals ig) (i^^ h T' pj^^b 

o 

[0 04 9] 

BALB/cV'i'X^rSxl 0^ M®U2 6 6 glflg*^ e>#^_hlHgP:f>»ig I L 
- 6 RT' 1 0 Hi3#lC4 tH^j^L, ^©^^^{Cj: »;7\>r K-V$:f^^U:fe 

5 X 1 o"^ M®U2 6 60JiSS:^^S-^^:t-> (2. 5 

mci) vmmi.. ±mv^h-ymmmv^miti^r^o -51^^1:1.^02660 

m^O. 0 4ml^4©-fe>'TO-;^4 B tf-Xt^-^$i±3tMT 1 SffLi^Hm-^ 

PH3. 4) {Cct »;^^S-;>t5^;r->^^I L- 6 R$:^mSi±, 0. 0 2 Sml© 
IM Tris (pH7. 4) X^^^ht^o 
[0 0 5 0] 

0. 0 5mlCDA>r K-V^«±^$: 0. 0 1 ml© P r o t e i n G-fe7 
TP-;^ (P h r a ma c i ai^) iizg-^bito ^tf^Lfe^, -fe :7 r n ^ Jt 

mxmmi^t^o. o o soio^^s^iii l - e Rmm.tii%iz>cy^=L^- h l 

feo :fe5Stfcl^^S$: S D S - P AGET'^=^L, I L - 6 R h^S^Sf-S A-f 

$:<S3iUfc„ n^ZfV K-x'PM- 1 Tb^ejM^^tl'S I L- 6 Rtfii^PM- 1 l± 
, I gG 1 ^^^r^-tSo 
[0 0 5 1] 

/\>r:/U K-TPM- 1 *^M^-r-5Ja^C5fc: h I L - 6 RlzM^t^ I L - 6co 
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- 6 $::^MS<fc (H i r a n o e>, I mmu nol. Lett., 17 

: 4 1. 1 9 8 8) , 3K;i/ (N e w England Nu 

clear, Boston, MA) K^V ^^^I^^L/fe (T a g a e>> J. E 

xp. Med. 166:967, 1987). 
[0 0 5 2] 

4X10^ m<DV2 6 6mm^ 1 0 0 ^M<Dmm^jt^mm 1 l- eo^^Err- 

^MICT, 1^^. 7 0% ( v/ v) CD/\-f F-"=rPM- 1 

tJf 1 4 0 0 Ocpm © J J L - 6 t t^lzmmhf^a 1 0 n I 

4 0 0 iti 1 CDV^^D:7rL-i;;KU:n^lx>^:3. — ^tCAtlfeS 0 0 /i 1 (Z) 

>'N>r :/U K-"^PM- 1 Tb^M^-rS^^jstt. IL-6CDIL-6R 
IcM-r -5^-^ PflW-t -5 z: ^ ^ o fee 
[0 0 5 3] 

( 1 ) ?tm^jis©M^ 

JC J: UM^L, OVXT' 5mg/mlC7)T Y P E I 3^->?f (Si 
gma Chemical C o ig) fei: t>*0 , 1 5 mg/mKD'^; i/J^Bifijf^D N 
ase (Sigma Chemical Cot^)lCj;UI MDM (I s c o v 
e' s modified Dulbecco' s medium) 

[0 0 5 4] 

(2) mmajBsciis I L-em^ 

±mxmht\,r=.mmmm^3 x i o^ M/'^73i;i/i:^-5j:e)ic5%Fcs (h 

yclone Laboratories Inc M) > 1 0 \J V 
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tc^. 9 6 ^aL}\/^>( ^U9>( ^-zfV- h (F a 1 c o nig) \Zj^^\^^ H h 

>(y9-T2>(^y-i ^ (iL-i/s), \ivmmmnm'¥'a (tnf a) . t 
hjfiL/>*gfi5f5^;RH^ (PDGF) ABi^^nMYmM^nm^mmm^m^ ( 

bFGF)$:#>^0. 01*felj;0. 1. 0. l^T^ttl, 1 * feli 1 0 . 25:tK 

1 Ong/ml<^)?i|t{C;^;Si:e)lCin;i, 3 7 r {CT 7 2 ^fm^# -e® 

[0 0 5 5] 

1 0 0 /i 1 h I L- 6^^MH 16 6 ( 1 /i g/ml) ^ 9 6 ^/ai^l/E L 

ISA:::^l/-h (Immunoplate;Nunc^) IZMtL. 4:X^\ZX2 4 
^^-r ^^^^i'^- h L/fe„ oV>"^, ^'^^ai;]/?: 0. 0 5%Twe e n 2 0 $:-^t? 

PB sici: t;i^?^bT, i%B SA$:-g-tfPB ST— Bft4 ic-e:/n 

o ^>CV^•r, _hfH-e^ie>tl7^^«±?t$: 1 %B S A^-^tfPB ST#^L/, ^'^^a: 
^b^^iDbfc^, ^MtCT 2^r^>r S L>t„ 0. 05%®Tween 

2 0 $:-g-ti»PB ST?^?^®^, 1 0 0 /t 1 (D^Xl^^^y Kij=yU ( P h a r m a 
c i aig) T5m$gL^2. 5 /tt g/ml<^«i^i^-tf^jK'; ^n-:^;i/iaH h I L- 
6^#:S:in;ifeo 

[0 0 5 6] 

^^■e2^ra>r>:5r^^-hL:t^. ^«_t^*COI L- 6lCj^^L:/^^?-9-^ 
L- 6i7i**:S:T;b5?J U :7:tX:7Ti5f-if*S-^m'^i?-=^r I gG 
(Tago^) =&JSf£:$-&7t^, ^#(Z)*Q;:&lCL;t*nMing/ml(^S i gm 
a 1 0 4 r -7 ^ r ^ ( S i g m a ig) ^Mtl. V^^n^l/ 

-hU-^*-MPR A4(Tosoh CoSg) <k U 4 0 5 - 6 0 0 nmCD® 

lRy6£t(Z)ODfi$:tl h I L- 6®iilS^^g^t--5^«)lC, #r "fe-f ^ICM^ 

MI L-6i&ffiV^T^»?«S:f^fi^Lfco ^^^^WZ^-t. 
[0 0 5 7] 
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t& S <ng/ial) 




I L - 6 


(ngXml) 






0.096 


± 


0.012 


I L - 1 ys 


0.01 


6. 743 




0. 178 


• 


0.1 


17. 707 


± 


0. 259 


TNF a 


0-1 


0.575 




0. 008 




1 


1.688 


± 


0. 034 


PDGF-AB 


1 


0. 163 


± 


0. 035 




10 


0. 165 


± 


0. 016 


b F G F 


1 


0. 181 


± 


0. 009 




10 


0. 230 


± 


0. 019 



a mmmm^^iL-ifi, TNFa. pooF-AB^y^in 

b FGF th^tc 3 sr^^^L^o ±^«© I L - 6 



[0 0 5 8] 
[0 0 5 9] 

mmm i . 

ii) mmmix^nit>Hr^mmmm 1 0^ y^zcAy-) $:5%fcs (h 

yclone Laboratories In c^) ,10 U ynl(D^ — i/ V 
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bit^, 9 e^j^Jl-^^C^/U^^^-zfU- h (#3072;Falco n|g) 

iz^^h. 5 0^, ^m<Dmm(DiL-6, s ih-6R^^$^m^^r. 

V^^iI s I L-6R<D^^#TT'^#bfco 7 2 ^^^{Cl a 

Ci/^73i;i/i:^S<fce)lC ^H^$ Vly (Amersham Internat 
ional p 1 cig) $:#'>a:;i'fC^iDL. :^#,^T#{C$/>^ I/- ^3 

[0 0 6 0] 

I L- 6^SV^^is I L- 6 R^^fiTtt, mi^^flSO) ^H^ ^ i?> 
Je^±a)?gSOD I L - 6 1 0 Ong/mlCD^iS® s I L - 6 RCD^#TT'li=3 > h 

n-;i/^{cii:L. ^H^^ *; r«t*^J5^ie>*i:feo Lfc*^oT, i L- 

6#3Sl"e^i?tM^Jfg®^t3^if^MS:^$^:^i:•at$;&v^G)^c^L/, IL-6i:s IL 

[0 0 6 1] 

(2) (3 X 1 0^ /'i7a:;i/) I L - 6 SrH^^-^S lC-h^^»® 
IL-1/3 (0. Ing/ml) , 1 0 0 ng/ml® s I L - 6 R J: tJ^ 2 5 yti g /ml 
OIL - 6m^*^$>-2>V^^i2 5 yti g/ml© I L - 6 R^^*:#:fiETt^« L:t„ 

IC^fo I L- 6^i!^fe-5VNli I L- 6 R^#:®^iJ0(Cj; sIL-6R{Cj; 
[0 0 6 2] 

(3) ?&m0Sg (3X10^ my^y^Jl^) ^> l O Ong/ml® I L- 6 (G e 
n z ymeU.m) . J:fB##M C T # ^ tl 1 0 Ong/ml(Z) s I L - 6 R^3<ttJ^ 
2 5/tg/ml®I L-6in:fis^fettI L - 6 Rm^*:0#^T"^^# b 

Bt-To I L- 6^^^f^feSV^^i I L- 6 Rjii^^^intCj: sIL-6RlC<fcy 
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[0 0 6 3] 

(DlL-ets IL-6 R^^^^E-rS 3 i: I L - 6 iZ^^iyif-f-JVB^f)^ 

:^nm(D I L - 6 T > ^ if->^ h ^mt^m^t-t^m^mm u ^-^^mmmit 

IL-6i:s IL-6 R©^#TT'®ttK®ffU fi5f^?tM^Ji&®Jt5a$:#lI^ 

[01] 

®lti, I L- 6 ^feli s I L- 6 R^M#ftT, fe-5V>li I L- 6 feir;^ s 
I L- 6 R^t#Tl:-(D?&mMiBSO t^yMr^^M^m-t. 
[02] 

02«, I L- 1 iS fcctyf s IL-6 R^#TtCfet-tS I L- 6^#:fe-£>V^^i 
[03] 

03 tt, IL-6^J:yfsIL-6 R^#TlCl3l-t-6 I L- 6m^^tfe•&V^^i I 
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mm^] mm 
[01] 



(ng /mi) 
IL-6 SIL-6R 



1 

10 
100 

1 

10 
100 

1 1 
1 10 
1 100 
10 1 
10 10 
10 100 
100 1 
100 10 
100 100 



C3H]-TdRSiixab- (cpm) 



500 



1000 



1500 



2000 



r//////////2 — ' 

y/////////zz ^ 

YZZZZZZZZZZt^ 
ZZZZZZZZZZZZ^' 

//////////z zzz^ 



y///////////y///y//y>^Z 2r-^ . ^ 

YZZZZZZZZZZZZ^ P<002 



p<U.Uz 
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[02] 



3H-TdRlXiX^ (cpm) 



0 



SIL-6R (100 ng/mO 
IL-1(5 (0-1 ng/m5) 

IL-1/3+SIL-6R 

IL-1<9+sIL-6R: 
mIgG(25pg/mi) 

IL-1/3+dL-6R: 
anJti-IL-6 
1L-1/3+SIL-6R: 
anti-IL-6R 



5000 



10000 




15000 





A 




2J 




2 
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